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€<• ; =m m i&sso&ef tor done r>i n 
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of A^feense Pban-oa GmbR. Rcgcrisbuvg. 

2, I hoM a MO p$d Pib.) a- Me<heme from Ufrhwsfey #fG$tfeg$8; The 
work fenny PhD p^rfom^d aaaaK' Cambrkkya Uaweaohy, UK &0 M ihe Max- 
p|#^k'I.n^t^^in Gokaagaa vk-Nioribvxi m ■mo^'dei^l m my c^rrkifcm v bac ..) 
;;.pee;>dea heraa.a ;Sh$fc iW0 : 1 bava w0r\&& •egukaly In lk; rml^.ofTGF4>esa^el 

t^ol^y, Ihaw &u$ie>r&4 mi eo-sad^m:! %hb\z\ 6? m&tiM lm) 

pabbcabaaa ::vaa.:abag the earne, 

% I have ?^vkwea. fc. : Gll^ &&fc& 4m4 July J 5, 2010, m$ tb£ art 



StJtctxsslE&'S efe^ there;;*;, 



4. | hfiv® revkwsd : the foUowmg :h'«lspsn<&:>i cl^ms a« a«?S0<l^1 Hi that- 



Ckim -U (Cnrrmiiv Amended): A method fw mMMfMgJjM. 

Uep (A a(PnmAmemog of mom one IfffgAgggg: gpdgmmv oAgommmoAAe 
MtAMlfmAkAMAW^ 

tm«-md}p0*m-mhered< mAdee horn one oApoooedoAde AdoAds Am 
fdeomdon of weiomasex i« . mmmot 

Ckfim $® AAmeeoAy AmcoA;;dA A. method foe etwee? meoooem e^ropdoiog 
Am suep of mimoodomeog eg mom one Am A Am me o on geogg : oAgonmeeoAem 
mfemMjmmjMAAlAAelM^ 

IM2,^ ^OooAfmp 
wh&emswdmi horn one BlffeAmlPdAepgm oAgnmmieoAek mAAoP Am 
jormnme o/ommmoees hemdi mAgeeUeoJ seed mmem A mmmedfrom dm geoon 
eooemAog oh geosnpeeooeee. hfodekmemmdmomg eednn camw\ 

memgAeAAemeemeomehmm -mudrnk mnAPhmg^ ■ ogmmg 

AAomiAA iCeemedy AmemeeePg A dm ememr -emommPe oemi-oem 

eompAemn. Am peg edggmmPmmixg at te$%i erne T0B-bz(»2-w&wsm 
ohgoooeleeAehemlepgdMPeMd 
APM^M^ 

4§ ■« a/s ; y^ee% wh|md:%i:s:k! cancer & mteepA demi Am gmmp eotmmm oi mM 
egmme.ep¥oPmm ■ 




.1. IAS, FMfem No, 6df SSaSB? m E<M u^mm^m ret qi 
f S#!%^!^ JP ; 1 US. Patent 74o. 6j5eA§b to kmt^m 0 cd. Clkin^n^X 
U.l B«m No. 5,550,316 to Uintz Ci4te*i Patent No 4.N^33v lo 
.terfi.se & $i (UAoad0a v d : : U,£. Patem No. 5A43.M74 a> Sedo f§w^ Ui& 
Patena No. bjrrj.6) ky Ayfwmt ("Ayhvard"^ U.S. Patent Mo. 5$ IQ-Mi) M 
Bm\M ®i :d. ( u &m$*t> aod US. Patent No, leb9 : A27 to kACraonen 
(^M^C^k^-i-;}, U,l. Paton. Mo. 6 J 20,763 to Fakhra? o/ of k4d*dhe;b Vy v U.S. 
PaHO:n ApNU, Fob!. No. 2004/0006030 to M^:^ a/ of (•'AdoofaA; end Aa- J. 
Porhd. UFA UA^d Oo by Rood a/ al. rdAaoA; wore deaoaaened by the eaannoer 
to o-odor too okUood Uvenboo obvaoos. According to boa oxoodoor; 

AeooodogN, H woidd bavo boon panoa koae obaUoe at too tone 
of kventioit to adnAnUko aov of the and-UAd-g odgonuoUoddea 
dn<eloaed by dehbngenAepen ot of to a aobkao having oaekoaooa 
with da:- oa^aonabk: expaetadoo any o f t oo odpaovadeoodao eoakd 
oUooOvoly ovaa a aaekanoo>a (do... -Maa eo.aenx>g;oeadp b; which 
TOFd) wan involved, aa taogm by SeddogaoAapeo el ad lo 
treadng naaaaaooa vx kh any of too SchbngeoaUpen ot a'l 
arnUeooo ofboonnoUotkk oo;opoand.s the: praod donor vvook: 
oeeoaaaabv oddoo ad bddoghod cfkaos >ohoroot aa dio aoogonoxf 
bodoaaog those nodded by tdc eknona : such a a bbnbidon of 
ioetasaoas, A eompoond and da propeedee are kaacparabha. Aa 
cvkk:oeod ekorna 26, 27, 33 and 4 - of dae mateoi. appdeataan, the 
amUomo oFgooocUobdo of SEQ ID Nf) 30. aad tbeoMoo- of 
SEQ 0.4 NO:?2 > b an ohgonaoleobde that odbbka too formation 
of o^oaataaea and orodocOea of 4X.0 -Aotad, A a ovIdoneoO bv 
i$ mi 20, wtood reeue the naOhod of dmm 23 foriaaodfag 
etaaphagea; nod oaaaoffdroo-aa canoor, the adndnUtaadon of an 
ofno>nock:ebde v^athhi th:o soopa of ckltm 23, :o.ad> aa that 
ooovprooog SEQ ID AO:72 Vgay 03 N();3d), wd^ ooat 
eaophageai ataa oaoo>tMoo>oai. aanaors and daidfat -ho fornu4k>r« of 
raotaaa-oaoa nt aoob oonoooa Aa avaaaoood by page U doa 07, of 
•he apaadaaaooo, TCaF^p a- hi faat a oo>koo whoae roattda^o: ^ 
laaaak'od in oaotaat.aada 

U.S.. Patont Appfio. Pad, Mo, 2007/0! 96269 to Sohbngeoaa>poia ea of. 
f"oehf:timoraaaapan 0PA V'X Paioni Appba. dob.. Mo, 20034)2 mm to 



Mhow. I^rafc Swift Ayhv^i 8?^#/MaC^te, Faktak I, Uom* mi Reed 
wow M$tmm4 by the re^fe the ^Mrf. StsverRton <&yk>u& 

Aaaowow to; sMiskksn 

EMm?mmm\ m at (US 2b07d. n 96im mi m^m^m^ & 

aad raehxxla of x:S<f bwrcof wmka the scope oftfes msisrg dasps 
for kfebkmg T0F*p2 exp*:eaaioo akd treating slim o>wcka>geriesk 

draw an references 14 1 are wakd oa for aw reaeaaw give?* above 
m the waeeuon ot eakaw 28-dW, 39-42. and 44 uader .15 LwC adl 
As a whofe the prior art reasonably soggeswd rahfedwg th<c 
eKpnwakw/produodoa of 1' GF-dw esaog andserew obgouaabeotkks 
to treat various forms •khweeey awhakag o^kooma, aa boohed 
by ychkayenaawea el ah io each ot thr appueaWew above. 

Accordmgiy, the aawow esethode would have beee gnosa tack 
obvfeus at the bow 

Moaaa Ptitid I awl OS Fwww Nw 7 JOL^S to Pifchrai w C gdkddim- W) 
woTe dewrawwd by the mdm the Aaeoaaaog; 

bw a\a:a:aaw: 

One of skill weak; kmncdltddy has a reeegraaea thai the ankseraw 
oavoawadvakdo that bbbbka TGedw kwhe acdvo agwo responsible 
for the ca.ee ertreatnwnt effect : and ban Uw ewaos by which the 
eoosenoe k adroboced or dahvcrad k simply an espedAw and a 
maker or dewgo aheeee w> awebrnbw are sestwe aohaaoNC^ 
nwdwwd kdbbrkoo of aw target gene. Accord eydyw.aac of aho': 
wwbd reawoabhy have ewwoted ban any ckewwe means known 
aa the an h,r deusswkw an ankwawe abwonudeohde was a wageet 
hi an anwara effect to reduce lGF-p produckoo &t> mqmted for 
cancer twawawa xwkifd produce sobenosdaky die effcei a>. 
daw dwekwed byfAhei at al, gwen ih^ Moa^a ai ah dwekwad 
aad raooaaacaded ra.a-aorooa sooh routes by waaaah to deHver m 
aaaooavka>th:fe. 



All effect* mherem io the ?$m^Bm&m oUgsnadefitkkis tfeat 

m Mnbmm of m$\mt®m fun^ig% would ms^mh* h$ 
oblmmd by tlx- adrmnisimdon of sasih f>hgoi^K:b-H<d^N : a: 
c<>$i^pinmd and ih; pmp^lfes sis dnep^rabk^ and ^ 
v-vKk-ic^d by imtmi ^Mm 25> \ht dihibiuon of 1T)Fd>2 dddbito' 
fo*ma&>n i>f ract&si&scs (MPEd 2) Y2X 



I rcspvcUddv dbs^rc<: -with thc^c dvtonoin^oo^ for Ihc pkimod 
6d r v*d;h to «ogdm>:fo; arc of Ids diddrr-oosv detweoo tdo O0:odd?gs of the 

coeo n$fero.peos and «%«r ft pmpty iHm^M*M-'m^mp*-**$ p*mm imm 
<mm ?d*tmddiy. oddd? m ti&k %$Mit%pzmMm3 1$mw their ittttto to dddbdoro, 
Tm mmmik dmcdbm in fe odod poor m 4m®mm iomem M%pp$b®m of TGI- 
hm. 2 mmm 61igen^6B<te* to treat ps'h'Oio-y- im%$ f ogok rbe pmtm elms m 
ddoeted to roddddeg thz-MwMm of vwm* rmmm^ thm^lm, conftinal 
Wchiftl^f^fe^^fereMses org m& »if«* to ■ ooeser too odd rood roetdodo afcvfcu^ 
tossed o|5 fef eoeddoatsooN rfttJtottK^ tfc pmon okfllod m She ^ eooks m few 
eoeeaed tfoo a i^i^rtf wdo TW« smrseose allg^oiMHRfe mlgtt % eeeeesAdd 
W mdrbdd-g doAf>orerdoa fd.m&impms^ T# provide wfeww-ia of the** 

awtfem, several sfelmc^ mi mm&tk pm*? &m&®m *• droveer* 
prdoarv roroors Mki nmlcfeo s»«»l3$&S ore fded tee.yi.ffe. ^f««s.^Mf«0 : 'by a 
dopgieroeroei ^f&r§s^.i§?< Odor'iosoro dPOseveoe Of psrvoudo' daterevr is drrritd d at 
ddOd, wlxfeh eo-opravs osoe evgreoaoo of ooossto-as osdaooroax to ooo ooeiaoesOe 
mdbftcftttei* Ados eoperfecrdae rots root is dae obvoeet of dfefeassv "V sod og^gy j 
dote rtdsrif ifff%rgst dnsg sorrrdtirdtp In |«5lwy torrroos and rootoofases, 

?. dodooquoot (o fit tsdoo of too pwpM mpmMhn, f geooi'stod soddiooid 
dsirrdeo'ioriiosratrsso ids dfet ofdipoctfte T(3F4xsts snfisersst rdlgsyr^ucbvOldos 0n oeli 
ro:igro.id:>;i. of d>ro'iodo:o of rootooosoo tb:b 4m h Msmbcd In >m 



: €&k:s?*-' fifed herewith. The <KlditiomU «p$r!m«Mte bumidee the results of a spheroid 
migration assay (see FIG, 4 of my menasemu fhad hem*mth} : . which sbose tmemkTOF- 
fmkm oahbouy h r*oi effective hi inhibiting the migmtmn or bo men paneremm career 

he., m IrhMtlng the formation ofdmke-mama whieh skiats with odi re.mmoon< in 
eonumrfson i&M IXW-ks&u aatisenee <digm*a.akeotkk m^eording to ihs pes&M it£y$r$km< 
these reeahs eon firm ken ihe bnmmg of en euohody to a target fin example a otmeer oak 
flbr deteekon), and thus, also tee binding of ether melee ules> kke ohgomndeotides dees 
not rmeemariiy resuk in kdubhing eeh migration, end deny in kkkbihug the fero^tron of 
nunadmke. This wmdd be en in&ee urate e^trapokainn to make. Tluee combining 
Remimm, which is solely directed to £ method of determining the spread of mcemtakc 
melanoma by demobee using opkeek means, seitb Seblkxaemiepen k (re com been ion 
with ah ether eked refemnceyy would em reeah in km mesenoy e; aimed kreention, and 
would, no- suggest m a person skdieo ia the eri in iebiba dm mrmatioa of a'anastnaes m 
mm? beaauem in e adkect by administering st 2met. one fGkkxmm antiacne 
Ohgomieieoilde selected from tire group eomnsting of: SkQ 10 NOs; 22s 2d, 24. 25, 26, 
d a 2>2 29, 31, 32, 23, ink 32, 3 k em 3k, 4k, 4k 42, 43, 44, 25, 40, 42 ®$ 42. A pomeo 
of ekhl in the are eomndermg ah of the eked nkeomces in conehkeemm WOuW at da: 
mesa select mm of dm prior art ohgonncmobde seouenees tor has mmm/km of metastatic 
amPmeiua. 
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